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AMENDMENTS 

In the Claims 

Please amend tlie claims as indicated below. A complete set of all claims previously submitted, 
including the status for each claim, immediately follows below. 

1 . (Original) A pharmaceutical composition comprising a phannaceutically effective 
amount of at least one insulin secretagogue and a pharmaceutically effective amount of at least one 
FBPase inhibitor. 

2. (Original) The pharmaceutical composition of claim 1 wherein said insulin 
secretagogue is a sulfonylurea antidiabetic agent.. 

3. (Original) The pharmaceutical composition of claun 2 wherein said sulfonylurea 
antidiabetic agent is a compound of formula XV: 




(XV) 

wherein 

A is selected fh)m hydrogen, halo, alkyl, alkanoyl, aryl, aralkyl, heteroaryl, and 
cycloallcyl^ and 

B is selected from alkyl, cycloalkyl, and heterocyclic alkyl. 

4. (Original) The pharmaceutical composition of claim 2 wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid, acetohexamide, chlorpropamide, glibornuride, 
tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, tolcyclamide, 
and glimepiride. 
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5. (Original) The pharmaceutical composition of claim 1 wherein said insulin 
secretagogue is a non-sulfonylurea. 

6. -10. (Withdrawn) 

11. (Original) Hie phamiaceutical composition of claim 1 wherein said FBPa$e inhibitor 
is a compound selected from fonnulae 1 and lA and pharmaceutically acceptable prodrugs and salts 
tliereof, wherein formulae I and lA are as follows: 

O R^^ O 

RV-P— M and R^^ C(0)— (CR^2R^^)frN — P— M 

YR^ (I) (lA) NR^^R^^ 

wherein in vivo or in vitro compounds of formulae I and lA are converted to M'-P03^", 
which inhibits FBPase^ and wherein: 

Y is independently selected from -O- and -NR^, with the provisos that: 

when Y is -0-, the R^ attached to -O- is independently selected from -H, 
. alkyl, optionally substituted aryl^ optionally substituted alicyclic where the cyclic moiety 
contains a carbonate or a thiocarbonate, optionally substituted -arylalkyl, 
^C(R^)20C(O)NR^, -NR^-C(0)-R\ -C(R\- 0C(0)R\ -C(R^)2-0-C(0)0R^ 
-C(R^)20C(0)SR^ -alkyl-S-C(0)R^ -alkyl-S-S-alkylhydroxy, and 
-alkyl-S-S-S-alkylhydroxy; 

when Y is -NR*-, the R^ attached to -NR^- is independently selected from 
-H, -[C(R^)2]q-C00R^ -C(R^)2C00R^ -[C(R^)2]q-C(0)SR, and -cycloa^kylene-COOR^ 
where q is 1 or 2; 

when only one Y is -0-, which -O- is not part of a cyclic group containing 
the other Y, the other Y is -N(R'^)-(CR^^R'^)-C(0)-R^^ and 

when Y is independentiy selected from -O- and -NR^, together R* and R" 
are alkyl-S-S-alkyl- and form a cyclic poup, or together, and R^ form : 
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wherein 

a) V is selected from the group of aryl^^ substituted aryl, heteroaryl, substituted 
heteroaryl, l-alkynyl and l-aUcenyl; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic 
group, optionally containing 1 heteroatom, said cych'c group is fused to an aryl group at 
the beta and gamma position to the Y adjacent to V; or 

Z is selected from the group of -CHR^OH , -CHR^OC(0)R^ 
-CHR^OC(S)R^ -CHR^OC(S)OR^ -CHR^OC(0)SR^ -CHR^0C02R^ 
-0R^ -SR^■ -CHR^Na, -CHzaryl, -CH(aryl)OH, -CH(CH=CR^2)OH, 
-CH(OCR^)0H, -R^ , -NR^2, -OCOR^ ^0C02R^ ^SCOR^ -SC02R^ 
-NHCOR^ -NHC02R^ -CH^NHaryl, -(CH2)p■OR^ and -(CH2)p-SR\ where p is an 
integer 2 or 3; or 

together Z and W are connected via an additional 3-5 atoms to form a cyclic 
group, optionally containmg one heteroatora, and V must be aryl, substituted aryl, 
heteroaryl, or substituted heteroaryl; or 

W and W are independently selected from tlie group of -H, alkyl, aralkyl, 
alicychc, aryl^ substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl and 1- 
alkynyl; or 

together W and W are connected via an additional 2-5 atoms to form a cyclic 
group, optionally containing 0-2 heteroatoms, and V must be aryl, substituted aryl, 
heteroaryl, or substituted heteroaryl; 
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b) V^, and W" are independently selected from the group of -H, alkyl, aralkyl, 
alicycUc, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1- 
alkynyl; 

is selected from the group of -CHR^OH, -CHR^OC(0)R^ 
-CHR^OC(S)R^ -CHR'0C02R^ -CHR20C(0)SR^ -CHR20CCS)0R^ 
-CH(aryl)OH, -CH(CH=CR^2)0H, -CH(C^CR^)OH, -SR^ -CHiNHaryl, 
-CHiaiyl; or 

together V'^ and are connected via an additional 3-5 atoms to fomi a cyclic 
group containing 5-7 ring atoms, optionally containing 1 heteroatom, and substituted vvith 
hydroxy, acyloxy, alkoxycarbonyloxy, or aryloxycarbonyloxy attached to a carbon atom 
that is three atoms from a Y attached to phosphorus; 

c) T is selected from the group of -OH, -OC(0)R^, -OCOiR^, and 
-OC(0)SR^; 

D is~H; 

D is selected from the group of -H, aJkyI, -OR^, -OH, and 
-OC(0)R^ 

each is independently selected from the group of -H, alky I, aralkyl, alicyclic, 
aryl, substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1-alkynyl; 
with the proviso that: 

a) V, Z, W, W are not all -H and V^, W" are not all -H ; and 

R^ is selected from R^ and -H; 
R^ is selected from alkyl, aryl, alicyclic^ and aralkyl; 

each R^ is independently selected from the group of -H, alkylene, -alkylenearyl and aryl, 
or together R"^ and R^ are connected via 2-6 atoms, optionally including one heteroatom selected from 
the group of O, N, and S; 

R^ is selected from -H, lower alkyl^ acyloxyalkyl, alkoxycarbonyloxyalkyl, and lower 

acyl; 

n is an integer from 1 to 3; 
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R^* is independently selected from H, lower alkyl, aryl, and aralkyl^ or, together, R^^ and 
R^* are connected via 1-4 carbon atoms to form a cyclic group; 

each R^^ and each R^^ is independently selected from K, lower alkyl, lower aryl, lower 
aralkyl, all optionally substituted, or R'^ and R^^, together, are connected via 2-6 carbon atoms, 
optionally including 1 heleroatom selected from the group of O, and S, to form a cyclic group; 

each R*^ is independently selected from -OR^\ -NCR^*^)!, -NHR^^ -SR^', and 

^NR^R'^ 

R^^ is selected from -H, lower alkyl, lower aryl^ and lower acalkyl, or, together, R^^ and 
R^^ are connected via 2-6 atoms to form a cyclic group, wherein the cyclic group optionally includes one 
heteroatom selected from O, and S; 

R*^ is selected from -(CR^^R^^)a-C(0)-R^\ -H, lower alkyl, lower aryl, and lower aralkyi, 
or, together^ R^' and R'*^ are connected via 2-6 atoms to form a cycUc group, wherein the cyclic group 
optionally mcludes one heteroatom selected from O, N, and S; 

each R'^ is independently selected from lower alkyl, lower aryl, and lower aralkyl, or^ 
when R'"^ is -N(R'^)2, together, both R^^s are connected via 2-6 atoms to fomi a cyclic group, wherein 
the cyclic group optionally includes one heteroatom selected from O, N, and S; 

R^^ is selected from the group of -H, lower R^ and -C(0)-lower R^ 

12. (Original) The pharmaceutical composition of claim 1 1 wherein M is: 




wherein: 

and are independently selected from hydrogen, hydroxy, and acyloxy, or, when taken 
together, and form a lower cyclic rmg containing at least one oxygen; 

is selected from amino and lower alkyl amino; and 
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Z is selected from alkyl and halogen. 

13. (Original) The phannaceutical composition of claim 1 1 wherein said insulin 
secretagogue is a sulfonylurea antidiabetic agent 

14. (Original) The pharmaceutical composition of claim 11 wherein M is: 



a2 




wherein: 

is selected from -NR'j, -NHS02R^ -ORP, halogen, lower aJicyl, 
-CG1<S(R%, guanidine, amidine, -H, and pcrhaloalkyl; 

is selected from -H, halogen, lower alkylthio, lower peAaloalkyl, lower alkyl, lower 
alkenyl, lower alkynyl, lower alkoxy, -CN, and -NR'j; 

is selected from -aIliyl(hydroxy)s -alkyl-; -alkynyl-; -aryl-; -carbonyl- 
alkyl-; -l,l^dihaloalkyl-; -alkoxyalkyl-; -alkyloxy-; -alkylthioalkyl-; -alkylthio-; -alkylaminocarbonyl-; 
-alkylcarbonylamino-; -alicyclic-; ^aralkyl-; -alkylaiyl-; -alktixycarbonyl-; -carbonyloxyalkyl-; 
-alkoxycarbonylamino-; and -alkylaminocarbonylamino-, all optionally substituted, with the proviso that 
is not substituted with -COOR^, -SO3H, or -POaR^; 

is selected from -H, alkyl, alkenyl, alkynyl, aryl, alicyclic, aralkyl, aryloxyalkyl, 
alkoxyalkyl, -C(0)R^ -S(0)2R', -C(0)-R'\ -CONHR^ -NR^2, and 
-OR^, all, except H, optionally substituted; 

each R"* is independently selected from -H and alkyl, or, together, both form a cyclic 

alkyl group; 
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R^^ is selected from lower alkyl, lower aiyl, lower aralkyl, and lower alicyclic; 

each R is independently selected frora -H, lower alkyl, lower alicyclic, lower aralkyl, 
lower aryl, and -C(0)R'^ 

each is independently selected from -H, lower alkyl, lower aralkyl, lower aryl, lower 
alicyclic, -C(0)R^^, or, together, both R*s form a bidendate alkyl; 

R^*' is selected from -H, lower alkyl, lower axyl, and lower perhaloalkyl; 

R^^ is selected from alkyl, aryl, -NR^, and -OR^; 

and pharrnaceutically acceptable prodrugs and $alts thereof. 

15. (Original) The pharmaceutical composition of claim 14 wherein said insulin 
secretagogue is a sulfonylurea antidiabetic agent, 

16. (Original) The pharmaceutical composition of claim 1 1 wherein M is: 



A 




wherein: 

A, E, and L are mdependently selected from -NR*2, -NO2, -H, -OR^, ^SR"^, 
^C(0)NR^2. halo, -COR^^ -SOiR^ guanidine, amidine, -NHS02R^^ -SOzNR^, -CN, sulfoxide, 
perhaloacyl, perhaloalkyl, perhaloalkoxy, C1-C5 alkyl, C2-C5 alkenyl, C2-C5 alkynyl, and lower alicyclic, 
or, together, A and L form a cyclic group, or, together, L and E form a cyclic group, or, together, E and J 
form a cyclic group selected from flie group of aryl, cyclic alkyl, and heterocyclic; 

J is selected from -NR*2, -NO2, -H, -OR^ -SR^ -C(0)NR*2, halo, 
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-C(0)R^^ -CN, sulfonyl, sulfoxide, perhaloalkyl, hydroxyalkyl, perhaloalkoxy, alkyl, haloalkyl, 
aminoalkyl, alkenyl, alkynyl, alicyclic, aryl, aad aralkyi, or, together, J and Y form a cyclic group 
selected from the group of aryl, cyclic alkyl, and heterocyclic alkyl; 

X'^ is selected fiom -alkyl(hydroxy)-; -alkyl-; -alkynyl-; -aryl-; -carbonyl- 
alkyl-; -1,1-dilialoalkyl-; -alkoxyalkyl-; -alkyloxy-; -alkylthioalkyl-; -alkylthio-; -alkylaminocarbonyl-j 
-alkylcarbonylamino-; -alicyclic-; -aralkyl-; -alkylaryl-; -alkoxycarbonyl-; -carbonyloxyalkyl-; 
-alkoxycarbonylamino-; and -alkylaminocaxbonylamino-j all optionally substituted, with the proviso that 
is not substituted witi -COOR^, -SO3H, or -PO^R^a, 

is selected firom -H, alkyl, alkenyl, alkynyl, aryl, alicyclic, aralkyl, axyloxyalkylj 
alkoxyalkyl, X(0)R^ -S(0)2R^ -C(0)-R*^ -CONHR^ -NR^2, and -0R^ all except H axe optionally 
substituted; 

each is independently selected j&om -H and alkyl, or^, together, both rS form a cyclic 

alkyl group; 

R"^^ is selected from lower alkyl, lower aryl, lower aralkyl, and lower alicyclic; 

each R^ is independently selected from -H, lower alkyl, lower alicyclic, lower aralkyl, 
lower aryL and -C(0)R^^; 

each R* is independently selected from -H, lower alkyl, lower aralkylp lower aryl, lower 
alicyclic, -C(0)R^^, or, together, both R^s form a bidendate alkyl; 

R^^ is selected from -H, lower alkyl, -NH2, lower aryl, and lower perhaloalkyl; and 

R^^ is selected from alkyl, aryl, -NR\, and -OR^; 

and phamiaceutically acceptable prodrugs and salts thereof. 

17. (Original) The pharmaceutical composition of claim 16 wherein said insulin 
secretagogue is a sulfonylurea antidiabetic agent 

18. (Original) The pharmaceutical composition of claim 17 wherein said sulfonylurea 
antidiabetic agent is selected from glyburide, glisoxepid, acetohexamide, chlorpropamide, glibomuride, 
tolbutamide, tolazamide^ glipizide, gliclazidej gliquidone, glyhexamide, phenbutamide, tolcyclamide, 
and glimepiride. 
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19. (Withdrawn) 

20. (Original) The phannaceutical composition of claim 1 1 wherein M is: 




J 



wherein: 

is selected from -NH-, -N= and 

is selected from — 'C= and — N— ; 
is selected from -C= and -N-; 
with the provisos that; 

whenBMs-NH-,Q^is-C-andD^is — c=; 
when i$ -CH= is -N- and is — c— ; and 
when is -N% is — N — aiid is -C=; 

A, E, and L are independently selected from -NR*2p -^^^02. -H, -OR^, -SR^ 
-C(0)NRV halo, -cor", ^S02R^ guanidine, amidine, -NHSOiR^, -SOiNR^i, -CN, sulfoxide, 
perhaloacyl, perhaloalkyl, perhaloalkoxy, C1-C5 alkyl, C2-C5 alkenyl, C2-C5 alkynyl, and lower alicyclic, 
or, together, A and L form a cyclic group, or, togetlier, L and E fonn a cyclic group, or, together, E and J 
form a cyclic group selected from the group of aryl, cyclic alkyl, and heterocyclic; 

J is selected from -NR*^, -NO^, -H, -OR', -SR', -C(0)NR*2, halo, -C(0)R*\ 
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-CN, sulfonyl, sulfoxide, perhaloalkyl, hydroxyalkyl, perhaloalkoxy, alkyl, haloalkyl, aminoalkyl, 
alkenyl, alkynyl, alicyclic, aryl, and aralkyl, or together with Y fonns a cyclic group selected from the 
group of aryl, cycUc alkyi and heterocyclic alkyl; 

is selected from -alkyl(hydioxy)-, -alkyl-, -alkynyl-, -aryl-, -carbonyl- 
alkyl-, -1,1-dihaloalkyI-, -alkoxyalkyl-, -alkyloxy-, -alkylthioalkyl-, -alkylthio-, -alkylaminocarbonyl-, 
-alky Icarbony) amino-, -alicyclic- -aralkyl-, -alkylaryl-, -alkoxycarbonyl-, -carbonyloxy alkyl-, 
-alkoxycaxbonylamino-5 and -alkylarniriDcarbonylamino-, all optionally substituted; with the proviso that 
is not substituted with -COOR^, -SOaH, or -POsR^s; 

is selected from -H, alkyl, alkenyl, alkynyl, aiyl, alicyclic, aralkyl, aryloxyalkyl, 
a^koxyalkyl;-C(0)R^ -S(0)2R^ -C(0)-R'\ -CONHR^ ^NR^2. -OR^ all except H are optionally 
substituted; 

R"* is independently selected from -H and alkyl, or together R"^ and R"^ form a cyclic alkyl 

group; 

25 

R is selected from lower alkyl, lower aryl, lower aralkyl, and lower alicyclic; 
R^ is independently selected from -H, lower alkyl, lower alicyclic, lower aralkyl, lower 
aryl, and -C(0)R^**; 

R is independently selected from -H, lower alkyl, lower aralkyl, lower aryl, lower 
alicyclic, -C(0)R^^, or together tliey form a bidentate alkyl; 

R^*^ is selected from -H, lower alkyl, -NH2, lower aryl, and lower perhaloalkyl; 

R^* is selected from alkyl, aiyl, -NR^2 and -OR^; 

and pharmaceutically acceptable prodrugs and salts thereof. 

21 . (Original) The pharmaceutical composition of claim 20 wherein said insulin 
secretagogue is a sulfonylurea antidiabetic agent. 

22, (Original) The pharmaceutical composition of claim 1 1 wherem M is -X-R^ wherein 
R^ is selected from: 
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J 




D 



wherein: 

each G is independently selected from C, O, S, and Se, and wherein not more than one 
G is O, S, or Se, and not more than one G is N; 

each G' is independently selected from C and N and wherein no more than two G' groups 

areN; 

A is selected from -H, 'NR\, ^C0NR^2, -C02R^ halo, -S(0)R^ -S02R^ alkyi, alkenyl, 
alkynyl, perhaloalkyl, haloalkyl, atyl, -CH2OH, -CH2NR'^2, "CH2CN, -CN, 
-C(S)NH2, -OR\ -SR^ -NHC(S)NR^, -NHAc, and null; 

each B and D are independently $elected from -H, alkyl, alkenyl, alkynyl, aryl, alicyclic, 
aralkyl, alkoxyalkyl, -C(0)R' \ ^C(0)SR^ -SOzR'^ -S(0)R^ -CN, -NR^ -0R^ -SR^ perhaloalkyl, 
halo, -NO2, and null, all except -H, -CN, perhaloalkyl, -NOj, and halo are optionally substituted; 

E is selected from -H, alky], alkenyl, alkynyl, aryl, alicyclic, alkoxyalkyi, -CCO)OR^ - 
CONR'^2= -CN, -NR^z, -NO2, -OR^ -SR^, perhaloalkyl, halo, and nuU, all except -H, -CN, perhaloalkyl, 
and halo are optionally substituted; 

J is selected from -H and null; 

X is an optionally substituted linking group that links R^ to the phosphorus atom via 2-4 
atoms, including 0-1 heteroatoms $electcd from N, O, and S, except that if X is urea or carbamate there 
are 2 heteroatoms, measured by the shortest path between R^ and the phosphorus atom, and wherein the 
atom attached to the phosphorus is a carbon atom, and wherein X i$ selected from fur^-2,5-diyl, 
-alkyl(hydroxy)-, -alkynyl-, -heteroaryl-, -carbonylalkyl-, -1,1-dihaloaIkyl-, -alkoxyalkyl-, -alkyloxy-, 
-alkylthioalkyl-, -alkyl- 

fliio-, -alkylaminocarbonyl-, -alkylcarbonylamino-, -alkoxycatbonyl-, -carbonyloxyalkyl-, 
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-alkoxycarbonylamino-, and -alkylammocarbonylamino-j all optionally substituted; with the proviso that 
X is not substituted with -COOR^, -SOaH, or -P03R^2; 
is selected from R-^ and -H; 
R is selected from alkyl, aryl, alicyclic, and aralkyl; 

each R"* is independently selected from -H, and alkyl, or together R* and R"^ form a cyclic 

alkyl group; 

each R^ is independently selected from -H, alkyl, aralkyl, and alicyclic, or together R^ 
and R^ fona a cyclic alkyl group or a heterocyclic group where the heteroatom is selected from the 
group of 0,S and 

R" is selected from alkyl, aryl, -NR^i, and -OR^; 

and with the proviso that; 

1) when G' is N, then the respective A, B, D, or E is null; 

2) at least one of A and B, or A, B, D, and E is not selected from -H or null; 

3) when R^ is a six-membered ring, then X is not any 2 atom linker, an optionally 
substituted -alkyloxy-, or an optionally substituted -alkylthio-; 

4) when G is N, then the respective A or B is not halogen or a group directly bonded to G 
via a heteroatom; 

5) when X is not an -aryl- poup, then R^ is not substituted with two or more aryl groups^ 
and phannaceutically acceptable prodrugs and salts thereof. 

23. (Original) The pharmaceutical compositions of claim 22 wherein R^ is selected from 
pyrrolyl; imidazolyl; oxazolyl; thiaxolyl; isothiazolyl; 1,2,4-thiadiazolyl; pyrazolyl; isoxazolyl; 1,2,3- 
oxadia2olyl; l,2,4-oxadia2olyl; 1,2,5-oxadiazolyl; 1,3,4-oxadiazolyl; 1,2,4-thiadiazolyl; 1,3,4- 
thiadiazolyl; pyridinyl; pyrimidinyl, pyrazinyl; pyridazinyl; l,3,5-tria2jnyl; 1,2,4-triazinyI; and 1,3- 
selenazolyl, all of which contain at least one substituent. 

24, (Original) The pharmaceutical composition of claim 22 wherein R^ is not 2-thjazolyl 

or2-oxa2olyL 
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25. (Original) The pharmaceutical composition of claim 22 wherein is selected &om 

the group of: 




tr 



wherein: 

A" is selected from -H, -NR^2, -C0NR^2, -COJR^ halo, Ci-Cfi alkyl, Ca-Cs alkenyl, C2-C6 
alkynyl, Ci-Ce perhaloalkyl, Ci-Ce haloalkyl, aryl, -CH2OH, 
-CH2NR^2, -CHiCN, -CN, -CCS)NH^, .0R^ -SR^ -N3, .NHC(S)NR\, and -NHAc; 

B" and D*^ are independently selected from -H, alkyl, alkenyl, aikynyl, aryl, alicyclic, 
aralkyl, alkoxyalkyl, .C(0)R^^ -C(0)SR^ -S02R'\ .S(0)R^ -CN, -NR^ -0R^ -SR^ perhaloalkyl, and 
halo, all except -H, -CN, perhaloalkyl, and halo are optionally substituted; 
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E" is selected from -H, C^Ce alkyl, Ci-Cg alkenyl, C^-Ce alkynyl, C4-C<j alicyclic, 
alkoxyalkyl -C(0)OR^ -CONR'^z, -CN, -NR^2, -0r\ -SR^ CpCe perhaloalkyl, and halo, aU except - 
CN, perhaloalkyl, and halo are optionally substituted^ and 

each R^ is independently selected from Ci-Ce alkyl, Cs aryl, Cj-Cc heteroaryl, Cs-Cj 
alicyclic, Cx-Cj heteroalicyclic, Cr-Cio aralkyl, and C4-C9 heteroaralkyl; 

each R"* and R^ is independently selected from -H and C1-C2 alkyi; 

X is selected from -heteroaiyl-, -alkylcarbonylamino-, -alkylaminocarbonyl-, and 
-alkoxycarbonyl-; 

eachR'* is selected from -NR'^2 , -OH, -0R\ Ci-Ce alkyl, Ce aryl, and Cs-Cg heteroaryl. 

26. (Original) The pliarmaccutical composition of claim 25 wherein X is selected from 
-heteroaryl- and -alkoxycarbonyl-. 



27. (Original) The pharmaceutical composition of claim 25 wherein said compound is a 
compound of formulae XII, XUI, or XIV: 



— c(o)— (CR^2Ri3j_j, — j! — ^ y^R^ 



m'^R'^ (XII) 



R^O O 



R^"*— C(0)-{CR^2r13j^_I,_^ CH2-NH-C-RS 



R^^ O O 



NR'V^ (XIV). 
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28. (Original) The pharmaceutical composition of claim 25 wherein: 
A" is selected from -NH2, -CI, -Br, and -CHa; 

each B" is selected from -H, -C(0)OR^ -C(0)SR^ C1-C6 alkyl, alicycUc, halo, 
heteroaxyl, and -SR^; 

D" is selected from -H, -C(0)OR^ lower alkyl, alicyclic, and halo; and 
E" is selected from -Hj -Br, and -CI. 

29. (Original) The pharmaceutical composition of claim 21 wherein: 
R is selected from -H, methyl, and ethyl; 

each R^^ and R^^ is independently selected from -H, methyl, ethyl, n-propyl, i-propyl, 
n-butyl, i-butyl, -CH2CH2-SCH3, phenyl, and benzyl, or together R^^ and R^^ 
are connected via a chain of 2-5 carbon atoms to form a cycloalkyl group; 

nisi or 2; 

each R^^ is independently selected from -OR^*^, wherein R^^ is selected from methyl, 
ethyl, propyl, and benzyl; and 

R'^andR"" are independently selected from lower alkyl and lower aralkyl, or together 
R^^ and R^^ are connected via a chain of 2-6 atoms, optionally including 1 heteroatom selected from O, 
N, and S. 

30. (Original) The pharmaceutical composition of claim 27 wherein R^^ is 
-(CR^^RVC(O)-R'^ 

.3L (Original) The pharmaceutical composition of claim 27 wherein: 

R^^ is selected from -H, methyl, and ethyl; 
12 13 

R and R are independently selected fix)m -H, methyl, i-propyl, i-butyl, and benzyl, or together 
are connected via a chain of 2-5 carbon atoms to form a cycloalkyl group; 
R^^'is-OR'"'; 

R is selected from methyl, ethyl, propyl, t-butyl, and benzyl; and 
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are independently selected jBrom lower Eilkyl, and lower aralkyl^ or together R^^ and 
R'° are connected via a chain of 2-6 atoms, optionally including 1 heteroatom selected fiom O, and N. 

32. (Original) The pharmaceutical composition of claim 22 wherem said FBPase 
inhibitor is a compound of the formula: 



»16 



O 
II 



2 

wherein X is selected from ftiran-2,5-diyl; -alkoxycarbonyl-, and -alkylaminocarbonyl-. 

33, (Original) The pharmaceutical composition of claim 32 wherein: 

nis 1; 

1^ 13 

R and R are independently selected from -H, metliyl, i-propyl, i-butyl, and 
benzyl, or, togetlier, R^^ and R^^ are connected via a chain of 2-5 carbon atoms to form a 
cycloalkyl group, and, when R^^ and R^^ are not the same, H2N-CR^^R^^-C(0)-R^'* is an ester or 
thioester of a naturally occurring amino acid; 

R^^ is selected jBrom -OR^^ and -SR^^ 

R**^ is selected jfrom methyl, ethyl, propyl, t-butyl, and benzyl; and 
R^^ is selected from -H, methyl, and ethyl. 

34. (Original) The pharmaceutical composition of claim 25 wherein: 
R^is; 




A" is selected from -NHi, -CONH2, halo, -Cffc. -CF3, -CHs-halo, -CN, 
■OCH3, -SCH3, and-H; 
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B" is selected from -H, -C(0)R^\ -C(0)SR^ alkyl, aiyl, alicyclic, halo, -CN, -SR^ OR^ 
and 'NR^2; and 

X is selected from -heteroaryl-, -alkoxycarbonyl-, and -alkylaminocarbonyl-, 
all optionally substituted. 

35. (Original) The pharmaceutical compositions of claim 34 wherein said FBPase 
inhibitor is a compound of Formula lA and wherein: 



is selected from 



and 



wherein: 



O J,18 Q 



-N- 



EtOOC HN 

CH3 

I 1 
EtOOC' — -c* — Hm 

H ^ 



o 

II 

-p- 



C* has S stereochemistry; i 

R^^ and R^^ are independently selected from H and methyl; 

each R^^ and R^^ is independently selected from -H, methyl, i-propyl, i-butyL 
and benzyl, or together R^^ and R'"* are connected via a chain of 2-5 carbon atorn^ to form a cycloalkyl 
group; 

nis 1; 

R'^is -OR^^ 
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R^*^ is -(CR^^R^^X.-C(0)^R^^; and 

R*^ is selected from methyl, ethyl, propyl, phenyl, and benzyl. 

36, (Original) The pharmaceutical composition of claim 34 wherein A" is -NHz, X is 
fiu:an-2,5-diyl, and B" is -S(CH2)2CH3. 

37. (Original) The phamiaceutical composition of claim 34 wherein A" is -NH2, X is 
fuian-2,5-diyl and B" is -CH2-CH(CH3)2. 



38. (Original) The pharmaceutical composition of claim 37 wherein said FBPase 
inhibitor is a compound of Formula 1 A and wherein 



-C C N P- 



13 



IS 



CH3 o 
EtOOC C HN 



39, (Original) The pharmaceutical composition of claim 37 wherein said FBPase 
inhibitor i$ a compound of Fonnula 1 A and wherein 

O R^^ R" O 

II I I II 

R^* C C N P 

R^^ NR^^R^^ 

is 
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wherein C* has S stereochemistry, 

40. (Original) The pharmaceutical composition of claim 22 wherein said insulin 
secretagogue is a sulfonylurea antidiabetic agent. 

41. (Original) The pharmaceutical composition of claim 40 wherein said sulfonylurea 
antidiabetic agent is selected fi:om glybuiide, glisoxepid, acetohexamide, chlorpropamide, glibomuride, 
tolbutamide, tolazamide, glipizide, gliclazide, gliquidone, glyhexamide, phenbutamide, tolcyclamide, 
and glimepiride. 

42. (Original) The pharmaceutical composition of claim 22 wherein said insulin 
secretagogue is selected from mitigltnide, BTS-675825 repaglinide, nateglinide, dipeptidyl peptidase-IV 
(DPP-IV) inhibitors, and glucagon like peptide- 1 (GLP-1) receptor agonists, 

43. (Original) The pharmaceutical composition of claim 1 1 wherein M is 




wherein: 

G" is selected from -0- and -S-; 
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L^ £^ and are selected from -NR^^^ -NO^, -H, ^OR^, -SR^ .C(0)NR^23 halo, - 

COR^\-SO;^R^ guanidinyl, amidinyl, azyl, ardkyl, alkoxyall^^^ -SO^NR^, -CN, - 

S(0)R^, perhalcacyl, perhaloalkyl, perhaloalkoxy, CrCj alkyl, C2-C5 alkenyl, C2-Cs alkynyl, and lower 
alicyclic, or together and or and J"^ form an annulated cyclic group; 

is selected from -CR\-, -CF2-, -CRVO-, -CR^2-S-, -C(0)-0-, 
-C(0)-S-3 -C(S)-0-5 and -CRVNR^^-, and wherein in the atom attached to the phosphorus is a carbon 
atom; with the proviso that is not substituted with -COOR^, 
-S03H,or-P03R^2; 

R is selected from R and-H; 

R^ is selected from alkyl, aryl, alicyclic, and aralkyl; 

each R"* is independently selected from -H, and alkyl, or together R'* and R* form a cyclic 

alkyi group; 

each R^ is independently selected from -H, alkyI, aralkyl, and alicyclic, or together R^ 
and R^ form a cyclic alkyl group; 

R^^ is selected from alkyl, axyl, -NR^, and -OR^; 
R^^ is selected from lower alkyl, -H, and -COR^; 
and pharmaceutically acceptable prodrugs and salts thereof. 

44. (Original) The pharmaceutical composition of claim 43 wherein G" is -S-, 

45. (Original) The pharmaceutical composition of claim 43 wherein said insulin 
secretagogue is a sulfonylurea antidiabetic agent. 

46.-114, (Withdrawn) 
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